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CLAIMS 

1 . A prodrug comprising a d^g moiety boundj o a carrier fr ame 

prodrug being activated by aromaticjjxfaatief^^ framework to release the 




A prodrug according to claim 1 , being activated by aromatic hyd]ro>!5^1atic 



A prodrug according to claim 2, being activated by enzymaUc aromatic 



hydroxylation. 



/ 



A prodrug according to any one of the preceding/claims, being an anti 



tumour prodrug. 



5. A prodrug according to any one of the preceding claims, the drug moiety 

being a cytotoxic or cytostatic agent. 



6. A prodrug according to claini S^^a-xytotoxic drug moiety being selected 

• / <^ 

from any one of the group of colchicine^ esperimycin, taxol, daunomycin, staurosporin. 




nitrogen mustard, and 5-fluorouraci 



7. A prodrug accOTding to any one of the preceding claims, being activated by 

hydroxylation by CYRl^l. 



8. A^rodrug according to any one of the preceding claims, the drug moiety 

being art antimitotic agent, an alkylating agent, an antifolate, an antimetabolite, a DNA- 
damagjjlg agent or an-enzyme-inhibitorr 
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9. 

(Z): 



A prodrug according to any one of the precetiing claims, having the formula 




Ri O 



wherein: 



and: 



X = H, OHkOMc or NCCHs)^; and 
n = 0-6; 



Ri = H, Cm lower \lkyl/;or together with R, forms part of a cycloalkyl 



group which may be further substituu 
with R, forms part of a steroidal carl 



)to form part of a polycyclic cycloalkyl group, or 
amework; 

R2 = H, OMe, Cm lower alkyk or together with R, and/or R3 forms part of 
a cycloalkyl, polycyclic cycloalkyl or steroidal carbon framework, or forms part of a 
polycyclic aromatic group by linkage to R,; 

R3 = H, OMe, C,.4 lower alkyl oXtogether with Rj forms part of a 
cycloalkyl, polycyclic cycloalkyl or steroidal carbonNframework; and 

R4 = H or is fused directly to the aromatic^osition designated by R, 

and either: 

the drug moiety is derived from a drug having^a free amino, hydroxyl or 
thiol group and which links it to the rest of the prodrug, such th^t A represents NH, NR 
(R=Cm lower alkyl), O or S; or 

the drug moiety is derived from a drug having a carboxvlate group, an ester 
linkage joining it to the rest of the prodrug and A being absent 



1J9. 



A prodrug according to claim 9, the olefin linkage 
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having\a cis- or trans-geometry. 

N^prodrug according to claim 9, the olefin linkage 

\ > 

being acyclic or cyclic. \ 

12^. A prodrug accordingst/^Jlclaim 9, the olefin linkage 




forming part of an aromatic or polycyclic aromatic system. 

1/3 . A prodrug according to any one of thesDreceding claims, the linkage to the 

drug moiety from the carrier framework being fi-om a liydroxyalkyl group in the prodmg 
via a carbamate, carbonate or thiocarbonate linker to arkamino, hydroxy or thiol group 
in the drug moiety. \ 

14, A prodrug according to any one of the preceding\claims, having a steroid 
carbon carrier framework. \ 

15. A prodrug according to claim 14, being derived from estradiol. 
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(IV): 
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(XI): 
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18. \A prodrug according to any one of claims 1-13. having a polycyclic 

aromatic carrW framework. 

19 A proorug according to claim 1 8, being based on either one of the group of 

a naphthyl and phenahthryl structures. 

20. A prodrug accls^rding to claim 1 9, having the formula of any one of formulae 

(XIV) - (XVII): 



(XIV): 



MeO" 



H 



.OMe 



.OMe 



'OMe 




wo 99/40944 




PCT/GB99/00416 



-44 - 



(XVII): 



O .CI 



22. 




21. A prodrug according to any one o|" claims 1-13, having a substituted benzyl 

carrier framework. 



A prodrug according to claim 21, having the general formula (Y): 

R3 

■ R2 




Ro, R3 and X being selected from any one of the group of: 

a) R. = H, R3 = H, X = OMe (Formula XVII 

b) R, = H, R3 = OMe, X = OMe (Formula XlX); 

c) R, = H, R3 = H, X = H (Formula XX); 

d) R, = OMe, R3 = H, X = H (Formula XXI); and 

e) R; = OMe, R3 = H, X = OMe (Formula XXII). 




(XXVI): 
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(XXVII): 



(XXVIII): 




24. A prodrug according to any one of claims 1-1 having a cinnamyl carrier 
framework. 

25 . A prodrug according to claim 24, having the formul^of any one of formulae 
(XXX) - (XXXII): 



(XXX): 
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(XXXI): 




(XXXII): 




■ ( 

26. A prodrug according to any /6tte/bjf the preceding claims, its aromatic 
oxidation being by hydroxylation and causi^ig^release of the drug moiety and carbon 
dioxide. 

27. A prodrug according to any one of the preceding claims, for use in a method 
of treatment or diagnosis of the human or animal body. 

28. The use of a prodrug according to any one o^the claims 1-26 in the 
manufacture of a medicament for the treatment of a tumour. 

29. A method of manufacture of a medicament for the trekment of a tumour, 
comprising the use of a prodrug according to any one of claims 1-26: 



30. A method of treatment of a patient, comprising administering^o the patient 

a prodrug according to any one of claims 1-26 
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31. \ A method of treatment according to claim 30. being a method of treatment 
of a tumouk 



32. 



A method of detection of aromatic oxidation, comprising the steps of: 



I) coiuacting a sample with a prodrug according to any one of claims 



1-26; 



ii) detectingsaj^C^roduct of aromatic oxidation of the prodrug; and 

iii) con*elatimgvd^^ of the product of aromatic oxidation of the 
prodrug with aromatic oxidatoori acM^ 

33. A method according to c]\[m 32, the aromatic oxidation activity being 
enzymatic. 

34. A method according to claim 33, \he aromatic oxidation activity being 
CYP IB 1 aromatic oxidation activity. 



35. A method according to any one of claims^ 32-34, being a method of 

detection of tumour cells. 



36. A method according to any one of claims 32-35,^i>eing a method of 

diagnosis of the human or animal body. \ 



